
DEPARTMENT OF,A. 
HEALTH, EDUCATION, AND v, ELF A 


PUBLIC HEALTH SERVICE 
LEXINGTON. KENTUCKY 


IMW8FVYING. APWC5STMI 

ft? *<5WL$kF*** *v : <5i* *s* ■ - 

Poauc Health Service Hospital 

NIMH Addiction Research 



✓ 



^ S' 


LEX KY 477 


As you undoubtedly know, I had a visit week before last fr om 
Mr. <or ne t s ky . We went over the data obtained so far, and are 
in the process of. making duplicates of the graphs In the dose- 
effect experiment. 


Since Mr. Kornetsky Has been here, we have completed another 
tolerance experiments In this experiment patients were given LSD 
for eight days ir( doses increasing from 20 meg. to 75 meg. once 
daily at 9 a.m. On the. ninth day, the 75-mcg. dose was repeated. 

The results appear In Table I. As expected, a considerable degree 
of tolerance was developed to the subjective effects of LSD-25. 
Patients gave an average' of only 18 positive answers, as compared 
to 88 positive answer* after three days-'of water. The clinical 3. 
qrade after eight days was estimated as 0.625 as compared with 1.7 
after three davs of water. In scoring a number of positive answers 
and c l i n i ca I - grades , the same criteria were used as described in 
my prior letter. The grade of tolerance, however, taking into 
account the individuals concerned, does not appear to be any greater 
than that developed after three days on two small doses dally 
(see prior report). Moreover, patients on the eight— day schedule 
reported mo re side e f f e cts as tolerance was developing, mo re par- 
ticularly in the middle part of the schedule. 


We have some prel iminary informat ion on attempts to break through 
the LSD-to ! erance by increasing the dose. The number of patients 
is not' yet sufficient to permit any condos ions bur, however, the 
information is being submitted for what it is worth, since it i* 
not likely that ! will be able to do more prior to the federation 

meeting. 
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In another experiment 6-patlents were made tolerant, using a nine- 
dose schedule' (one dose of LSD-25 dally at 9 a.m., increasing from 
20 to 75 meg. on the eighth day). On the ninth day, one patient 
was tested with ICO meg. and 5 were tested with 125 meg. There 
was no significant break-through with either of these doses, 
although in one patient (DEL) partial break-through was achieved. 
These series of experiments will be completed as soon as possible, 
after which we will go on to even higher doses. At the moment, 
the trend appears to Indicate that the dose must be Increased 
more than 66 per cent to restore the original effect of LSD-25, 
once tolerance has been developed. 


/I I think It is of seme interest and some practical importance 
! that we have now tested more than 50 former morphine addicts with ; 

I LSD-25 (this number Includes the group tested in 1951). The 

i. important thing seems to be that the mental effects observed in 

I this population .are, so far as l can tell from the literature, 

i identical with those observed In other populations, despite the 

j fact that my group differs so greatly with respect to race, 

^ economic and educational status, personality cha ra c t e r is 1 1 cs , 
dod prior drug ^e. 

I would like your advice con ce'fn i ng our plans for the immediate 
future. I have 8. patlemts checking into the ward next week. 

This group is made up of individuals who have been in the dosc- 
effect experiment and in the previous Tolerance experiment. My 
objectives are, (l) to corroborate the'resulfs obtained with 
questionnaire and clinical mental examination, using our objective 
measurements, /(2) to determine the break-through dose, using these 
objective measurements, (3) to test the SKF metabolic blocker for 
enhancement of the LSD effect, and for Its effect during tolerance, 
(4) to determine the speed of less of tolerance, and (5) to obtain 
data on the effect of LSD on the MMP I and Rorschach rests. 


The main thing is that to attain a I l these- objectives will require 
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'-'if to five months; or in oi her words the experiments 
will continue until August or September. The decision thar must 
be made is whether these are the most important things for us to 
do a t • f h i s time. 
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Ha r r"i s 1 s b e I 1 , M . D . 
Director of Research 
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TOLERANCE ’^jLSD-25 - - Eight Day Schedule 
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” BREAK-THROUGH'* - LSD TOLERANCE 
3-Day Schedule 
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8 -Day Schedule 
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